M.thg.Specs:^- : ion 

Please replace the first section title on page 1 with the following: 
Related App - , - dons 

Pleases -place t > nu ai > i ami pa <\ a is 

follows; 

I iMnmo Field v-.-.^r 

( > 2 i Ssad suk tes to i - specific targets sing ( 

ro {bVi rq ictifs sue ample, ihe 1 t m g- -assoc let 

protein hereafter named LAP. The m v ent-ien disc losure also relates to therapeutic compositions 
^> i a - e * v t * t 1 ues v m. t * the molecules, to therapeutical 

-'veatH-m disc osare relates to methods for screening 
drugs useful for the treatment of immune -disorders. 

Summary ef-t^-e-fev-esJi-en 

[0003] Tfes4fl¥esrt i ort r elates > te I provide a molecule binding to a target including an BP motif 
w < *. v TPs f ° 7 j n l e i X and Z may be identical or 

different and include a sequence of 0 to 10 amino acids, identical or different, n and m are 
integers: between 0 to 20, ^efereafeiy preferably between 3 to 10, with at least one of n or m 
it ■$ I erent. from t and p is an ege mc>\een 1 and 10. 

[o I This-invention o -n^^-m grog - < t veci i lading i els eic 

mdieeule, 

[0005] S4s-4n¥eMion I further ?tda-i-es~4o provide a method of treating immune-related 
pathologies in< lading ads linislering * < >euth ally ed < i e an n, t oi a m< cc ... tc a pat out 
in need thereof. 

: vte^- n veiriiei i r ^ li i rther -o 1 i c - s 

contacting a candidate drug w hh a molecule in tire presence of a target If? motif and measuring 
.vs i 1 1 _ n mmecea v.; ^ ia-ge! 

[00071 T^i s inventi o n I yet further relates-*© provide antibodies directed to a specific epitope of 
a polypeptide selected from the group consisting of polypeptides or peptides identified by SEQ 
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ID No:!, SEQ ID NO:2, SEQ I'D NO:3, SEQ ID NO:4, SEQ ID NO:5, SEQ ID NO: 6 and SEQ 
ID NO:9. 

[0008] 4'- •.• < j - v \ i >od^ or a monoclonal 

antibody derivative that specifically binds a peptide selected from the group consisting of 
polypeptides or peptides identified by SEQ ID NO:l, SEQ ID NO:2, SEQ ID NO:3, SEQ ID 
NO:4, SEQ ID NO:5, SEQ ID NO:6 and SEQ ID NO:9, the monoclonal antibody derivative 

ei t ! V J 1 i M \vl\ (.0 v C\iu\;\U 

agent or a radioisotope, and Fab, Fab' or F(ab') 2 fragments of the monoclonal antibody 
conjugated to a cytotoxic agent or radioisotope. 

Please repiai i - tgraph (0009} as fett&wst 
Brief Description of the Drawings 

be described in connection with experimental results and 

die Figures below wherein: 

Fig epKV m . ■ ' , t L o ' \ * h \ b >\G- X 

Fig. I A shows that LAP binds specifically to the natural hLAG-3 (70 kDa) protein 
present in whole cell lysate of PDA-activated human PBMGs; 

Fig. IB shows that LAP binds specifically to a protein produced by in vitro translation of 
an hLAG-3 roRNA in a rabbit reticulocyte lysate; 

Fig. 2 Ins s int< >ns tested in the irid systen 5 !- trans >m . > m 

with two plasmids and mating of two yeast strains; 

Fig. 2 A shows three partial LAP proteins (Bl, D2 and D3) lacking their C-terminal 
! Kl 4 AD protean u \P DMA; 

Fig. 28 shows that the HP-rich C-tenninal region of the FDGF receptor (PDGFR) was 
fused with the LexA BD; 

Fig. 2C shows int s 1 e \ id s o; and 

Fig, 3 represents Western blots autoradiograme obtained with the anti-LAP immune 
serum, revealing a specific band at 45 kDa. Western blots were performed using 10 p! total cell 
MC (lanes 2, 4, 6) orP e - \e blots were incubated in rabbit 

preinxmune serum (lanes 1,2), rabbit polyclonal antibody against LAP (lanes 3.. 4) or the latter 
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premcubated with 1 0-6 M LAP peptide (lanes 5, 6). The arrow indicates the LAP 45 kDa 
protein. 

Pk asi aphs[i 0 1 7] / 7031] as follows: 

[0017] Thus, gre4ftve nfen r e lates '■■ Uffigykte molecules binding ro a target comprising an EP 
motif, in particular, to molecules binding to a target comprising an EP motif having the 
i 

eX-(EP} ;r YMEP) n; --Z) p 
wherein X, Y and Z may be identical or different and comprise a sequence of 0 to 10 
arono i ! \ \h it j x lcO i i r x aw brieve. - s t . i u i Hw merna-* \ w v i to 
10, whh at least one of n or m being different from 0, and p is an integer between 1 and 10. 

( ^bedk Be*^,-' 1 - t < \. , moleeuV whivh 

binds to an BP motif selected from the group comprising the following formula: 
r .> lpr opsTprF-pF?: 1 N° 3), EPEPEPQLEPBP (SEQ ID N° 4), 

EPQDEPPEPQLELQVEPEPELEQ (SEQ ID If 5), or EPEPEPEPEPEP (SEQ ID Jf6). 
[0019] In another preferred o*bed«n«»t, th e inv e ntion t elat e s k < « > 

: th&* binds to an amino acid sequence comprising at least 5 EP motifs over a 19 amino acid length 
segment. 

j fhe molecule ef-the r w e nt * j s sek ed ron >eptidc ohp<. a pi 

Preferably, die molecule is a purified polypeptide consisting of or comprising the amino acids 
sequence identified by SEQ ID No.:l, an homologous homolog. a fragment or a derivative 
thereof. IS - n molecule is a purified 'polypeptide consisting of or comprising the 

carboxy-termmal amnio acids sequence of LAP identified by SEQ ID N< ; < \ 

^ v s. alive thereof 

a»AfLb ^ < ix v^cp i no Li t 

one or a few amino acid residues when compared with the polypeptide of the inv en ti o n , as the 
>olypepiH 1 ebb SEQ A) Ko I 3t SEQ T D No 2, but that mai s i 1 
the biological functions of the polypeptide, namely, its capacity to bind g lupre Gin-Pro motifs; 
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« A_"po Hide fragnK it" relates to any ami 10 acid sequence contained in the sequence 
1 1 ei nai ainsthebini i -ape br at G i- o > tfs; 

and 

- ide deriv; eAre to he entire >i ragmes >olypeptides abc e< * I 
chei rnoiogical entities to easih detee € Chemical or bio ica i lay be 

enzymes, fluorescent labels, coloured co sored particles and the like. 
[0022] The inve n tion aiso- reiot eq The eic £ i )let i emsk 
comprising t s a polynucleotide sequence coding a polypeptide wO-n^u^ -H- - ^ 

m, p l cul mol <; e 1 i t S 0 - \ n 

I ]:I Uso, m ifivei 8 elatesAo- uulc ^ 1 i - of or 

68«@fiSffig comp rises the 30 ^ >ti € s< >EQ No.: 8 sgmc a 

derivative thereof. 

[0023 The nve* k e se-te a 1 x e - 1 eonmr irises mcleic acid 

molecule a eoordifig-to- i av e atio n. l^«ke"p5?|>ose-6f4fee4nwntim^ r -a-n An "expression vector" 
refers to any repiicable DNA construct used either to amplify or express DNA, which encodes 
eptides o& k e- inv e n&ea . 
024] Tbe-tnventiott I also r elat e s to pn-\n a tost cell transformed with an expression vector 
s©©©?=d«§--k>-irTV^B4ien. Host cells may be prokaryotic or eukaryotic, including but not limited to 
bacteria, yeasts, insect cells, mammalian ceils, including cell lines, win are con 
available. 

[0025] Th e -fflven &en-^ * K> <:o^t*e > • •> ~ . . it i i 

polypeptide comprising: 

a) iransfection of a host ceil with an expression vector to obtain expression of the 
polypeptide, and 

so >5 d pin e polypeptide is feeted d 1 

[0026] Purification of the polypeptide may be ae. j i s^.l, Tethods for 

purification of a membrane or soluble proteins, Thte4rrV'ead^a--al-s-es--rek4es-4e I d irt her provide a 
pharmaceutical composition comprising as an active agent at least one molecule aeeeRling 4 e -the 
iiwemien. Trie pharmaceutical compositions eAt - - - * ate ><ri Ai n g immune- 
related pathologies and, in particular, they are useful for modulating immune responses. In a 
preferred embodim e nt aspect, the pharmaceutical compositions are useful to enhance 
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develops ii of CD4 or CDS ' eel populations h anot preferred flffKHS*^ - „ 
pharmaceutical compositions »j4fee4n v eniie« are also useful to suppress the development of 
CD4 or CDS T-cell populations. 

[0027] The pharmaceutical composition e-U h e inven t ion comprises as an active agent a LAP 
agonist fe-a - - — m-s^enn-t-tR 

that mimics the effect of LAP binding when it binds to the target EP motifs and a LA P antagonist 
u ! "it i ii t to \\ pi b ?x s lo v c i ^v. A o 

X. c 'f Th e - ' iKv e niiea I also iaekid e s-th e use ©f a molecule aeeefdi sg-to-mv e a^eB to 
manufacture a pharmaceutical composition useful for treating unmans-- related pathologies or for 
modulating immune responses, ^e----mven^on----^#e^----t©----#^ I thus manufacture ©f a 
)1 v s i thauou g &l eudopmert of CD4 or x 

i nvention farth e r re l at es to fe e and manufacture of a pharmaceutical composition for suppressing, 
development of CD 4 or CDS T -cell populations. 

L v _ 1 M tS , cru ui • ^P <oms S^^u t vlu v 

« * Mi ^ggg: c ecuk is a LAP antagonist. 

k mventkm j, also inefedes include a method for screening drags comprising the steps 

of: 

contacting the drag candidate with a molecule according to -fee-iavea&ea in the presence 
of a target EP motif, and 

• -a _ ' \ . - \ ng of the molecule to the target. 

Please replace paragraphs [0032] - [603 7] as follows: 

[i ) *e4nve ion ilso r el at e s ' -to c eciflc ep 

polypeptide identified by SEQ ID NO: A < - -u v f - ^ ^ £ -s The antibodies -am nisv 

v unoc'o w smi, p b, Ac C „ - v v -nab ' .j n fumed 

: ^ } .s >y v f! of cl or 

monoclonal or polyclonal antibody fragments or derivatives that specifically binds a peptide of 
A 1 V ' ioi 1 olycl < jeing se i 

consisting of a monoclonal or polyclonal antibody conjugated to a cytotoxic agent or a 
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radioisotope, and Fab, Fab' or F{ab') 2 fragments; of the; monoclonal or polyclonal antibody 
conjugated to a cyioto> 1c igcnt or radioisotope. 

[0034] Antibody fragments are regions from the polyclonal or monoclonal antibodies sequences 
i? e eogni s iag • s at least one epitope present in the peptide of SEQ ID NO;I, which 

i ; t e itibody d ves are entire or 

,J !. K v k dwrthd I e elected. Chemical 

or biological entities may be enzymes, fluorescent labels, eelou^ed colored particles and the like. 

■ 1 "i * ;e niveftti^fi^atas I a so to provide a r k ioma c< j bne noduci' ; a mono; tonal 
antibody aeeoi^H%-4e~^fe«-^wenti6n. -Tlre-4m^tiga^-is----^ so- ' direct e d "to- -a A therapeutic 
co tmt e i uient us ^ x ^ & 

Tbe4m--e4itioB--slso-r5 : ei«tes--t0 I use el' the antibodies in a method for purifying, identifying o? 
quantifying a polypeptide or its homologs. 

- m at«s~4e I use of the antibodies to screen compounds active In 

trace! 1 dia y> eel ! t eptor ?^€>-*nv- n s ? e ^es--a se e-t 

tire antibodies to screen compounds active in T-cell activation or .regulation of the expansion of 
activated T~cel!s. Th e -inv e nt - iea-is I also dfo e ete4vto : use ef the antibodies to screen compounds 
active i p ait it se i< it i < 

[0037] The-presefiiHBW«ea^efl;-'als<»-r«tetes-^> 1 further use ei the antibodies for manufacturing a 
therapeutic composition useful for treating immune-related pathologies; — The- iaventkw^ -also 
ekies-to use he >od nanuf ng an ii c maeeutic 

composition. 
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